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(57) Abstract 

A medicine containing as the active ingredient a triazine derivative represented by genera] formula (IX a 
solvate thereof, or a salt thereof and being useful as a hepatitis remedy, wherein R J and R 2 represent each independently 
hydrogen or (un)substimted alkyi aralkyl or akenyl, or NR l R 2 represents a cyclic amino group whkh may bear, in 
addition to the pertinent nitrogen atom, nitrogen, oxygen or sulfur as the ring atom and may be subs titut ed, provided 
the case where NR J R 2 represents NH 2 is excluded. 
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141 - 142*0 
7C*£*rft(Ci.H, 0 Cl,N.) 
Sf-*ftt (fc) C: 50.71 H: 5.67 N: 23.65 
AS ft (W) C: 50.63 H: 5.64 N: 23.50 

12 

2-7 I J •H2.5-^DD7iiAH-7x*f^7 5 J -1.3.5- 
h'J7i>> 

K.& 217 - 218*C 
5c*^«ftt(C,7H,.CI,N.) 
ftJTffl («) C: 56.68 H: 4.20 N: 19.44 
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WO 96/04914 2 2 

agjgfi («) C: 56.94 H: 4.16 N: 19.58 
$116011 13 

2-T * y-4-(2.5-^^ OD7 *-;b)-6-(2-7 +*>xf»;l/T S 
y)-1.3.5-h y tj;> 

*) 3. 9 J — h7 \ > ©ftfc 0 K2-7 * y * •> If AT $ VfcfflV* 

172 ~ 173-C 

7C*^«Ttt(CMH,,Cl,N.O ) 

(90 C: 54.27 H: 4.02 N: 18.61 

Sf£tt («) C: 54.45 H: 3.80 N: 18.68 

mmm 14 

j>x* y -*T S :/©ftfeOKTi.»J >*JBv*T*»«l 1 tm& 

MA 180 - 181TC 
5c*^«f«t(CiiHtiCltNi) 

It* ft (90 C: 54.24 H: 3.34 N: 21.-08 

MSft (») C: 54.36 H: 3.41 N: 21.15 
$116011 1 5 

2-T 5 y-4-l (**#*i/J'f A) 7; ;]-6-(2,5-y?DD7x 
x 40-1. 3, 5- h «J TS>> 

s>x* j -at i >©tt*>$ isr y >>>&m^T*tom \ tmvn 



WO9O04914 g j PCT/JP95/01577 

M£ 271 ~ 272-C 

5£*^<fftt(CMH,Cl,N.O, ) 

(») C: 42.06 H: 2.89 Hi 22.29 

iMEfc (.96) C: 42.04 H: 2.96 N: 22.23 
*«<W 16 

2-T $ J -4- i/ > ± X h T $ J -6-(2. o d 7 * — A)*l,8, 5- 

M T > 

198 - 199*0 
7C*£*ftt(C,.Hi,CliN,) 

ftJTtt (H) C: 58.08 H: 4.06 N: 18.81 

flf£tt («) C: 58.21 H: 4.10 N: 18.90 
£210] 1 7 

2-T 5 7 -4-C2-T ;;if/l7; J )-6-(2.5- ^DD7i;A)- 
1.3.5-MT5>> 

tt£ 152 - 153*C 
7C*£tJrtt(C,.H,,Cl,N.) 

(») C: 44.16 H: 4.04 N: 28.09 

fflyfcffi («) C: 44.11 H: 3.93 N: 28.06 

%nm 1 8 

2-T 5 y -4-C2-T * J if ^7 $ y )-6-(2. 5- £> ? n n 7 * x/t,)- 



WOW/04914 g 4 PCT/JWS/01S77 

1,3.5-h U 7S>>£»tt 

nmmi B-tt*tz<tit&ix^xikK,+zxtomz 2 din 

HA 267 - 268*C 
5r*£$rll(C,,Hl,Cl.N, • HC1) 

ItJftt (96) C: 39.87 H: 3.90 N: 25.04 

■mZQi (96) C: 39.04 H: 4.15 N: 24.96 

*«en 9' 

2-7$ y-4-(2.5-$>2na:7*-;lO-6-[8-(3.4.5-h >J * 

>*/-f t^f;hi-7; y ]-i.3.5-h vt9> 

9x9 J -AT I >OftbDlC8-(3.4.5- M * h*i/^>7-f 

Jtft.$ 72-73*0 
7C*£#ftt(CtiH,,Cl,N.O,) 

(«) C: 56.06 H: 5.75 N: 12.11 

(96) C: 56.09 H: 6.01 N: 12.01 
H£l0li2 0 

2-7; y-4-(2.5-^^oo7x-;l)-6-(2- tf< U y;xf;l7; 

9x9 J -ATX >CDftt>*)IC2-tf^'; ^;xf;l/7 5>$«l> 

fli£ 179 ~ 181*0 
7C*»fftt(Ci,H,.CUN.) 



WO 96/04914 g 5 FCT/JP9S01S77 

tfJTtt («) C: 52.32 H: 5.49 N: 22.88 
flJJgft (fc) C: 52. 12 H: 5.32 N: 22.79 

mm® 2 i 

2-T * y-4-(2.5->> 9va7 x -;iO-6-[4-{2-(4- i x J * 

140 - 141*0 
7C*»fftt(C.,H,4Cl,NiO ) 

(H) C: 57.52 H: 5.27 N: 18.29 
tt£«-(M) C: 57.59 H: 5.27 N: 18.42 
$!S0j2 2 

2-T I y-4-(2,5-S>? do 7 xsAH-[2-(M-7 xi^7 $ y ) X 
5 ; 1-1.3.5-h 'J7i?> 
*J*.9J-A,7l >0ftt>O(:iN-7x-*X?-l/ >$>T * 

Jtt£ 139 - uir 
7C*^fftt(C,iH,.Cl.M.) 

?t*ffl (9«) C: 54.41 H: 4.30 N: 22.40 

ffi^tt («) C: 54. 43 H: 4.27 N: 22.55 
2 3 

2-T 5 y-4-(2.5-v>? DD7 x-;l/)-6-[4-(2-b Ko + i/xf A) 

e^7';>-i-^AH,3,5-K»;7y> 
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1ft A 185 ~ 187*C 
5c5S£$rtt(C,.H,.Cl,N.O ) 

ftgtt («) C: 48.79 H: 4.91 N: 22.76 

aifctt (*0 C: 48.63 H: 4.85 N: 22.74 
*lfifll2 4 

2-T i ;-4-(2,5-^D07ii;l)-fi-(2-f;l*'J ;if;l^7; 

J-)\,7 I >O«*3 0lC2-(N-*;U^ 'j;) if^7;> 

159 - 161*C 
7C*£tfrtt(C,.H,,Cl,N,0 ) 

{%) C: 48.79 H: 4.91 N: 22.76 
fflStt (JO C: 48.56 H: 4.87 N: 22.86 
2 5 

2-7 * y-4-(2,5-^^oa7xi;i/)-6-l4-(s>7x-;py tr 
>-i--r*H,8,5-h »;7i>> 

B*A 217 ~ 218*0 
7cS£ft£(C,.H,«Cl,N,) 

(JO C: 63.55 H: 4.92 N: 17.10 

MJSffi (JO C: 63. 68 H: 4.95 N: 17.24 

mmm2 6 
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2-T S ;-4-(2-(4-i>7xi;^f;n;'<7 , ;i"i-'fA) zf A 
T$ ;]-6-(2.5-y?DD7ir^)-l,8.5-F 'J7^> 

>©ftfc*)K2-(4- i?7 x_;t,y *;t,fcf<9 S> 

J»& 192 - 193*C 
5£*»«ftt(CtiH,.Cl,Nt • l/2H t 0) 

ftJH» («) C: 61.88 H: 5.56 N: 18.03 

iWSffi <*0 C: 61.87 H: 5.68 N: 18.07 
2 7 

2-T 5 J -4-(2.5-S>? d d 7*-A)-6^lf^7 $ y -1.3.5- h 
U7iJ> 

137 - 138*C 
7C*fttfftt(C.,HnCl.N,) 
ItJUt (K) C: 50.01 H: 4.84 N: 22.43 
MJStt («) C: 50.25 fl: 4.75 N: 22.22 
2 8 

2-T $ y -4-(2.5-S> ? o o 7 x-;P)-6-y-f \> j\,7 I y -1,3, 

5" h >j 7 y > 

158 - 159'C 
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WO 96/04914 ^ g 

7C*^tfftt(C,.H,.Cl,Nl) 

(96) C: 52.95 H: 5.63 N: 20.58 
JUJgtt (H) C: 53.04 H: 5.53 N: 20.71 

2-T S J -4-[(4-*;U/<*-f 7;; 3-6-C2. 5- ^dd 

7 x-AO-1.3. 5- h !) 7 

$-><DftbO(Cr >; iOT $ Ktt»tt*flH>T* 

K£ 260 - 261*0 
5cjfc£$r<a(C,,H,.Cl,N,0 • 1/4H,0) 

ftgtt (M) C: -41.59 H: 3.33 N: 26.46 

»£tt («) C: 41.98 H: 3.40 N: 25.74 
0 

2-T $ y-4-(2.5-^^ a 07 *-^)-6-tfa «J ^ y -1.3.5- Y x ) 7 

yx^-;b7; >©ftfcDi:ifo ij 5>>*Jfl^T*tt« 1 tl^ 
«IIC»^LTSW{fc^fe*»^ 0 Mt£ 191 - 198-C 
7G*a*r*(C,,H,,Cl,N.) 

StUflt (96) C: 50.34 H: 4.22 N: 22.58 

M£tt («) C: 50.35 H: 4.11 N: 22.53 
^2609 3 1 

2-T $ ;-H2,5-y^D07xiA)-6-(3- t Ko + Jz-1- tf a 'J 
(xs i ) yi^; -*T 5 >OftbOC 3- fc Kn*S> tfo 
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(112) Ig 1 7. Ig t7H>8 2.67g£ ^ 

lOOilC&IIU 1/5* T»» LfflH-rslSfl* 

$BbTitt{fc£&£ftafcfcflt It 6.4g *fc. 

192 - 194*0 
7C«^«ftt(C.»H..Cl,N«0-C 4 H<0«) 
Stfctt («) C: 46.17 H: S.87 N: 15.84 
ffll£tt (H) C: 46.05 H: 3.84 N: 15.75 
XJtfl3 2 

CS)-2-T i </-4-(2.'6-2>9 d a 7 *-;U)-6-(2- tKD + i//f A 
-1- to ij 9x*)-l.S.5-> U T*J> KBft 

(IS 1 ) S>x*</-*TS-:/©ftfct>K (S)-2- bKo + j/ 

6.2g f*fc„ 

(ig 2 ) ig i ?»fcffc-fr«i5. ig£y * ^ -*50iii:£llU 
cnic^^JT 20jKHci/^^y->a, 6bi*jd^, »«*tti/io*?ai 

*UtflBr«*A«*aaTBttn:*tt«&fcftftAfcbT2. 6g»fc, 
Afc£ 143 - 145X3 

7C*£*ftt(CMH.sCl*N,0 • HC1 • H.O) 
ftgft (») C: 42. 60 H: 4.60 N: 17.74 
WJSffi <K> C: 42.34 H: 4.61 N: 17.79 
3 3 

(W-2-T $ y-4-(2.5-S>*DD7x-;lO-6-(2- kFotJ/yfA 
-1- Ifn U 5>x*)-l.S.6-MT5>:/ £fifc& 
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(S)-2-k Kd*->> f-^kTo U S>>CDftfr 0 KCR)-2-b Ko*J/ 

>f»;Ptro i>:/£ffl^TSI$fifl3 4 £ fittest UT S Wfb^tt 

140 - 143*0 
7C*£*fttCC„H„CUN.O • HC1 • H,0) 
3*-*tt (H) C: 42.60 H: 4.60 N: 17.74 
C: 42.63 H: 4.59 N: 17.86 

3 4 

2-T S y-4-(2.5-2>? oo7*i;t,)-6-tr^5 yy-1.3.5- h U 7 

♦7x* y -*T 5 >©ftfr £ Jce^^ s>>*fflv>TSSttfll l tm 
«i:Skf1pLTBKHb£«l£l , ffc. fc* 163 - 165*0 
7C*3-*fttCC,,H,.Cl,N.) 

«■*«[ (H) C: 48.01 H: 4.34 N: 25.84 

fll/gffi (H) C: 47.89 H: 4.21 N: 25.81 
UttiW 3 5 

2-T 5 7 -4-(2. 5*^ ? o o 7 x-;l/)-6-(4- 7x-^-l-tf^5^ 
-*)-1.3.5-h UT«7> 

V 3. 9 J — JIT I XDftbOlCff-7 5 SJ^ffi^T** 

flifcl 1 t^aJCft^tTBWfb^tt*!*^; M& 203 - 206*0 
7G*£*rtt(C,.H,.Cl,N.) 

St*ffi («) C: 56.87 H: 4.52 N: 20.94 

W£tt <*> C: 56.77 H: 4.43 N: 20.85 
**J60»J3 6 

2-T $ J -4-(2.5-2> ? o o 7 x-;l>)-6-(4- b Fd**>-1- '* 
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S>x;|/)-1.3.5-h «J T S>> 

222 - 2241C 
7C*£*ftt(C,<H,.Cl,N.O) 

(fc) C: 49.43 H: 4.44 N: 20.59 

MS* (96) C: 49.30 H: 4.53 N: 20.44 
*»0!f3 7 

2-T $ J -4- (2. 5-^OD7iiA)-6-(3- b Kn + ^-l- fcf^ U 
S>~*)-1.3.5-h »J T S> > 

».£ 178 - 1801C 
7C*£*rtt(C,«HiiCliN.O) 

CK) C: 49.43 H: 4.44 N: 20.59 
fflfc* («) C: 49. 37 H: 4.42 N: 20.57 
Xttftl 3 8 

2-T 5 ;-H2,5-y?Da7*iAH-ft*A*»J V-l.3.5- h 

fcRftKftftLTBftfttlfctftfc, fift.g 239 - 241'C 
5c*£*rtt(C,,H,,Cl,N.S) 

(») C: 45. 62 H: 3.83 N: 20.46 

(96) C: 45. 45 H: 3.66 N: 20.49 
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JtJSiW 3 9 

H£ 192 - 195*C 
7G*£tfrtt (CitHitChNiO) 

ft*tt (H) C: 50.86 H: 4.84 N: 19.77 

ftt£tt (K) C: 50.62 H: 4.73 N: 19.99 
SfflftM 0 

2-T $ V -4-C2, 5-$>2 DD7ii^H-[4-(3-(4- ^fA7x y * 

^) tr;H-i-tr^5 y-;H-i.3.5-h u tj? > 

f»fc. HA 148 - 150*C 
%*^«ftt(C..H..Cl,N.O) 

(«) C: 58.36 H: 5.54 N: 17.75 
«l£ft (ft) C: 58.14 H: 5.43 N: 17.82 
XJMH 1 

2-T S y-4-(2. 5-S>2 D07 x-^)-6-(3- tTo »J 4 J,)-], 

3,5-h'J7i>> 

J-JlTi >Oft*5?)|l3-Vf a U >*JB^TX««01 
»i:»ttl/Tlftfk^tt*»/c, HA 205 - 206*0 
7C*»«ftt(C,,H,,Cl,Ni) 



WO 96/04914 g j PCT/JP9S/01577 

(96) C: 50.67 H: 3.60 H: 22.73 
SHE* («) C: 50.61 H: 3.57 N: 22.69 
&2&9J4 2 

2-7 i y-4-(2.5-i>? o o 7 x ~ /l>)-6-(3- * * 7 -1 - ^ 
/t/)-1.3. 5-h 'J T*J> 

fiu i tf^ai:afr L-ci»fb-&ei*»/c<, > 275*0 

5c*a*rtt(Ci,H,,Cl,N.O) 

lt*tt («) C: 46.04 K: 3.57 N: 24.78 

»9£fi (JO C: 45.86 H: 3.73 N: 24.60 
H-NMRCDMSO-d.) <5 ; 3.23C2H. bs), 3.89C2H. bs). 4.20C2H. S). 

7.20C2H. bs). 7.56C2H. S). 7.73C1H. S). 8.1K1H, S) 
*»<*I4 3 

2-7 5 ;-HMvy;H- tf^'j i>i;lO-6-(2.5- S> * no? x 
-/tO-1.3.5-r 'J7i?> 

$>x* j -jut i >©ftfc& i^-'Oi^tr^y s> :/£JBv>t* 

ttfcl 1 t0»i:ftftlTIWMtt*»fc, Mft£ 158 - 161*0 
7n*£*ftt(C,,H,,Cl,N,) . 

ftgft (K) C: 60. 88 H: 5.11 N: 16.90 

SllStt (JO C: 60.74 H: 5.09 N: 16.97 
*ffl0J4 4 

2-7 $ ,/-4-(2. 5-i> 2 DD7ii^)-6. Cs + ^y^l/^^ $ >-l 

--r A)-i.s.6-h »; 7i;> 
y 3.* j - )\,t i >oftt>oi:^*-^y f- i/>-fi>«ffl^ts 
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l bmmiztgLftLTBto<t4to*fttz. 155 ~~ 156-C 

(K) C: 53.27 H: 5.07 N: 20.71 
iJWSffi ( C: 53.17 H: 4.99 N: 20.66 
*#*J4 5 

2-7 « y-H2,5-y^oo7xiAH-(2- >ff;H- tf^'J ^~ 
;l/)-1.3.5-h 'JTi?> 

M 1 tE«K»ftUTB«lffc*tt*fcfc, K£ 136- 137'C 
7C*»fftt(C,iHMCUN.) 

(«) C: 53.27 H: 5.07 N: 20.71 
WJStt (H) C: 52.81 H: 4.90 N: 20.95 
$1219114 6 

2-7 S V-4-(2-*;U**i/-4- h Ko + Sz-l- tfo U S>-*)-6-(2. 
5-i?^nn7x-;U)-1.3.5-h «J 7 J> y 

Vs. 9 J -)\,7 I >©ftfcDlC4-b + U :/*ffi^T£ 

«0U fcfl**Kf*ttUTBWrt;*tt*»fc 0 MA 138 - 145*0 
5t*#*rffi(C,«H,.Cl,N.O, • H.0) 

(«) C: 43.32 H: 3.89 N: 18.04 

ffl£tt («) C: 43. 63 H: 3.65 N: 18.17 
*ttW4 7 

2-7 i ;-H2,5^?oo7xiAH-(2- b Fo*j/i f-;U-4- 
b K0 + 5/-I - tfo y y-^)-i.3.5- h 'J 7'Jy 
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7U*^«fffl(C,4HiiCl,NiO, • l/2BtOH • l/2H,0) 
tt.»tt (*) C: 46.40 H: 4.93 N: 18.04 
ffl£ift (K) C: 46.36 H: 4.80 K: 18.24 
H-NMR(CDCli)5 : 1.7-2.0OH. b). 2. 1—2. 25C1H. o). 

2.67C1H. bs). 8. 4—3. 85C3H. a). 3. 95-4. 25C1H. a). 
4.35 -4.55C2H. a). 5.53C2H. d. J-llHz). 
7.25 -7.4C2H. a). 7.65(1H. d. J-19Hx) 
gttftM 8 

2-T $ J -4-(2.5-S> ? v o 7 ii^)-6-(3- t Ko*J/>fM- 

tf o y s;-;io-i.3.5-h y rs> > ifiam 

fflt>T*»w i tm*uzisiftbfc& s mtowz 2 (is 2) tisia 

K»f*U-Cittfl;£ia)*»fc, -MA 241 ~ 243*C 
7C*£flrtt(C,4H,.Cl,N,0 • HC1 ) 

(«) C: 44. 64 H: 4.28 N: 18.59 
mZHL (H) C: 44.47 H: 4.34 N: 18.68 

nmw 4 9 

2-T $ y -4-(2.5-i> ? o o 7 x-;U)-6-(4- * * > x^^^-i- 
tr'*? s>.=.;iO-i.3.5- h y 

MA 184 - 186*0 
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5c*£tffffi(C,4H,.Cl,N.0,S) 

(96) C: 41.70 H: 4.00 N: 20.84 

ill^tt C: 41.59 H: 3.85 N: 20.91 
*tt0J5O 

(S)-2-T 5 J -4-(2-:fr to U ^iA)-6-(2.5- i> ? o 
o 7 xi/10-1.3.5- h 'J 7 y > 

H*KHftLTittfls***f|fc. H« 144 - 147*C 
7C*#tfrffi(C„H,,Cl,N.O,) 

ft ft It (K) C: 47.47 H: 3.70 N: 19.77 

Sl&tt (K) C: 47. 59 H: 3.88 N: 19.77 

nmws i 

2-7 $ J -4-(2.5-S>2 n a 7 x-;U)-6-(3- > * >*/l/*_;l/7 5 
M-to iJ 9s.*)-1.8.5-r U72>> 

fl*J& 102 - 107*C 

7C*^«ftt(CMH,,CitN.0»S • l/2CHi0H« 1/2CHCI.) 

ftftffi («) C: 39. 44 H: 3.98 N: 18.71 

MStt (fc) C: 39.77 H: 3.90 N: 18.77 
*ft*l5 2 

2-T $ J -4-(2. 5-£>? a d 7 x -;[/)-6-(3- t K o * *>-l - T ■*? f- 

y-;0-i,8.54 »;r-7> 
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tt£ 256 ~ 257-C 
7C*£*fffi(C,.H„CI,N.O) 

StJTtt (96) C: 46.17 H: 3.55 N: 22.44 

tt£ft («) C: 45. 93 H: 3.48 N: 22.03 

*anw 5 3 

T-tf*$>x;i>)-i.3.5-h 
yx*y-;u7S>©ftfc$i:3-tKo*s/y*;i,T-tf*-;:/£ 

M£ 224 - 226'C 
7C*»«ftt(C,,H,,Cl,N,0) 

ft** (96) C: 47.87 H: 4.02 K: 21.47 

HIE* (96) C: 47. 87 H: 3.88 N: 21.15 
$ffiftl5 4 

2-T 5 y-4-(2-*;U#^i/-l- tfOJ 5>iJHO-6-(2.5- ^on; 
x-;U)-1.3.5- h U 7i>> 

tt£ 237 - 240*0 
S*^ffffl(C,H,.Cl,N.0i) 

C«) C: 48.93 H: 4.11 N: 19.02 
»£tt (*) C: 48.58 H: 4.19 N: 18.79 
£»0U5 5 
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2-7 S y -4-C2. 5-S> ? o o 7iiAH-(4 - k Ko*->-4-7 * 
k*^ U SJ'-*)-1.3.6- hV7i>> 

•;i^ ;-A7; >0ft*> D H4-k Ko*^-4- 7 x-;u tr^c »; 

M£ 176 - 178TJ 
7C*»«ftt(C..H,,Cl,N.O) 

(«) C: 57.70 H: 4.60 N: 16.82 
fflJStt («) C: 57. 54 H: 4.58 N: 16.76 

2-7 i y-4-(2.5-S>? 007 iiA)-6-(4-t+ 7-1- tf^U 5>- 
;U)-i.3.5-h 'J 

81 1 fc|i!«fc»fPLTB»<fcatt*f*fco 223 - 225-C 

2-T $ ;-H2,5-y?oo7iiAH-(4- k Ko**/y 

•Js.9 J-*7 % > oftfc D K4-k K o * •> y y s> > * 

173 - 175-C 
5c**«ftt(C..H,TCl.N,0) 

(90 C: 50.86 H: 4.84 N: 19.77 
flWSfc (fc) C: 50.79 H: 4.80 N: 19.74 
*M5 8 

2-7 J ;-H2,5-';?on7xSA)-Hl-t + Vft*A*!l > 
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-4--f *)-i.3.5-h T>jy 

HJCAI3 8"C#6nfcft£tt2.0g£fttt 150inli:&fl9U CftK: 
30KiSBrt;rt*7X 1.3b1£*&TT»TU ^SST 3 B$IHJt*# L 

LT 1.86gf*fc 0 267 - 269*0 

7c*#9r&(C.,H.»Cl,N,QS) 

3t*tt (H) C: 43.58 H: 3.66 N: 19.55 

n$4t (H) C: 43.21 H: 3.58 N: 19.24 
5 9 

2-7 $ >>-4-(2. B-^?ff07xa*)-6-(l.l-^t*Vft*A* 

ftttflS 8?f»&tlfc<t*tt2.0g«lttt 150al££j*U ZtliZ 
30««»<b*«* 2.5al**&T?i*TU 50*CT 6 SIBJttfc l,fc 0 

fftt*-«*tJL***u y*y-*Tfcfru (ml-ciim:** 
*aa*$fl*LT i.84gf*fc. «** > 275-c 

7C*^«fHCCitHitCl,N.0iS) 
ttfctt («) C: 41.72 H: 3.50 N: 18.71 
(*> C: 41.80 H: 3.50 N: 18.67 
H-NMRCDMS0-d.)<5 : 3.1-3.25C2H. 4.1 -4.25C2H. a). 

7.2-7.35C2H. bs). 7.56C2H. S). 7.73 -7.75UH. m) 
HffiM 6 0 

1.5-^r^*^-1.5-[(2- 7 $ y-4-(2.5-y^oo7x-;i/)-l,3, 
5- M 7 *J >-6- A At) 4 i J )-V-7A,i/ h-Jl> 



7c*£0rtt(C.,HMCliNiO« • 1/2CH.0H • 3/10H,0) 
9f*tt («) C: 44.62 H: 4.82 N: 16.26 
Mitt. (H) C: 44.65 H: 4.99 N: 16.32 
H-WR(DU$0-d.)<5 : -3.29 -3.38UH. n). 3. 49-3. 54C1H. a), 
3.58 -3.66C2H. a), 3.74 -3.82C2H. o). 
4.45 -4.57C2H. a). 4.670H. t. J=5Hz). 
. 4.89 -4.96C2H. a). 5. 19 -5. 2K1H. a). 
6.85 -7.05C2H. bs). 7. 53-7. 58C2H. a). 
7.69 -7.70OH. a) 

%&m 6 i 

h »; r *j > 

PU»lcaf*LTlttfl;£«)*»fc. MA 207 - 208*C 
7C*&«ftt(CuH,iCl a Ni) 

9t*ft (JO C: 48.67 H: 3.74 N: 23.65 

9!£ffi (JO C: 48.58 K: 3.66 N: 23.63 

mmme 2 

2-T 5 </-4-(2.5-i>* DD7xiA)-6-(3-7 $ J o 
U yi*H.3.5-h *)7*>> 3ttfiltt 

■ 



WO 96/04914 A f PCT/JP95/015T7 

4 I 

*tt6.3g*y */-'*60ilK**U *&T«*U**<$, 30*HC1 
/CH.OH 20al £iD*> 2 SI8J«# Lfc e ffi t *fcfl£»Jfc U B 
IH?fl:£te'4.18g£»fc. > 275*C 

7C*£$t«(CmH,.CI,N, • 2HC1 • 2H,0) 

(*) C: 37.52 H: 4.95 N: 18.75 
(«) C: 37. 60 H: 4.96 N: 18.93 
H-NMR(DMSO-d«) 6 : 1.7-1. 95C1H, n). 2.05-2.3CIH. b). 

2.5-2.8C1H. m). 2.92C2H, bs). 3. 25-3. 45C2H. a). 

3.45 -3.650H. b). 3.65 -4.0C2H. b). 7.68C2H. s). 

7.83C1H. s). 8.3K3H. bs) 

2-T S J -4-(2.5-S> 1 o o 7 x-;0-6-(3- ^^;^zA7i 

^»09 6 2®<fc£fc£*ftl,T»£n*:8tttt2g2.1g£THP 40bI 
K»«?U y A 0.94gfc* * >X o »J K 0.78g 

£UH** SfiT20^Wfil5L^. THP £»»U 80 *£*€:ta*., 

e*LTi#/.:8S&£i/ij tyn,*? A?D7 h ^57^ -(CHC1, 
:UeOH*l9:lT8ffl) TfllRl, » *nfc2.3g<DttttiJ>£*tt0!l 3 2 

M& 220 — 230*C 

7C*£0ftt(C,,H,.Cl»N.OiS • HC1 • l/2HtO) 
ftXm (H) C: 38. 93 H: 4.36 N: 18.16 



nlnluiinAatA PCT/JP95/01577 
WO 96/04914 ^ 2 

fflfcffi (K) C: 38. 64 H: 4.13 N: 17.92 
2-7 5 J -4-(2.5-S>? o o 7siAH-^'J S>V-L3.5- h <i 7 

«Kaftl,Titt<fc£«&l£»*:. 192 ~ 194*C 

5c*#$fff(C 14 H.,Ci,N.) 

ft* IK (JO C: 51.87 H: 4.66 N: 21.60 

iU£tt (90 C: 51.86 H: 4.65 N: 21.64 
#*8I5 

2-7 $ ;-H2,5-y?DD7xiA)-6-«^*'J y-1.3.5- M7 

;>> 

«ICj*f*LT§ttft£ttl£»fc. ft£ 189-191*0 
7C*^«ftt(C,,H,,Cl,N.O) 

ft*IK (.%) C: 47.87 H: 4.02 N: 21.47 

ffl£IK (JO C: 47.85 H: 3.92 N: 21.52 
ttKft 1 

*S&9Htatt©8f&fl«f*J8li, mTlcE«f*£-3lc, 

T©ffjfttt*<Jttffifcffi*tej!*ttffi©b h ?©»*»* £rl*»^8H 
&£^f fcffrtl* (Kondo. Y. et al. Chen. Pharo. Bull. 38. 



WO 96/04914 4 3 PCT/JP95/01577 

2887-2889. 1990). 

: 6 ii£©iit£BALB/Cv BCG ing£t>ttU 2 iiffllfcK 

-f K(LPS) 2.5 /zg ^»SLtlffife*8ebfc 0 LPS t24JEt:${i 
48^IBiao?Et:sp*tt8f L/c. StflRBK* * JEt:$tt, 80-100* 
X*>itz 9 ifilK h 5 >X7 $ ^ — -tf CCOT. CPT)li, LPS 858 1*18! 

fc^Ofca&KLPS !B:44^lfflSUCB8»»KJ:0fflfilL. jfaK h y > 
X7$*---t*CG0T. CPT)*B*L«:. itttfc^tt t LT li, 2.4-i> 
T $ y-6-(2.5-^ ^ a d 7 x -*)-!. 3. 5- h •) 7 i> > £JB Hfc. J* 
*£5 1 C/7to 



WO 96/04914 
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(flZiwI No. ; 




»«* 


COT 


CPT 


c*y+fc/JW 1 

^2S&9 1 


2/10*' 


37" 


17 




o/io 


46" 


33* 




0/10" 


37" 


38 




0/10" 


43" 


18 


■ fill rr t /% 


2/10" 


34" 


29 


&Jfi0!l2 1 


0/10" 


29" 


10 


Hiiffil 3 o 


0/18" 


45" 


31" 


IIm^J3 1 


1/18" 


47" 


34" 


*ffl0!l3 2 


0/18" 


62" 


60" 


HM093 3 


0/18" 


39* 


41* 


Hftiffil 3 7 


0/18" 


43" 


38* 


^ifeffil 5 6 


0/15" 


38" 


37" 


2 


0/15" 


29 # 


38" 


#*0I5 


0/18" 


58" 


45" 




0/10* 


21 


-6 



* p < 0. 05 
** p < 0. 01 
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WLfc 0 

Sl±<!)*? C*ft9!ft*tti* % Ifct'lFftftllfrJItff'rft c fc* 
6s IFft®feft&tf?Bi::*JB?ft«. 
Kit 09 2 

5a!*0tt£F3447 y KSlc) *JBH* Solt and PaberO^r 
feCNature, 263: 702-703. i 976) (C ¥ ft &©0IC;j* Lfc$|«?t 



1 



i. 



Drug 



a 



DEN 200ms/kg. i.p. 

7ox « ah a* 

0. 02X AAP 



(KT, DBNttt) 200mg/kg*ffiKrtH:5U 2 3 § «k t) 2-T * * 
JIT i J (JKT> AAP tISf) 0.02K£*frtt87jc£g 

^m^^^tzo DEN 3 3g0|&a(::|*7OK®ft#|fffl&fc£tT 

•*fc. t£Bm8i(i, 2 31 * 0»*f38(P-2/ll9«Jg«) K0.01K 
0«£-CS£U ft»B£ TB£Lfc, ttftaifiit Lt^fftl 1 o 
<lit®. ttm<t&tobLTlt. 2.4-S>T $ y-6-(2.5-S>? n o 7 * 

-^)-i.3.5-h 'jyy >^ffl^/c. 



mna , IAAatA PCT/JP95/01577 
WO 96/04914 ^ g 

>-S-h5>^7*7-^^7t>^A7+-A (EJT\ GST-P t 

nt) u abc & ir^oftffiiftfe 

fcff^fco BPS. «0fr£fti*TT£SlcRU pH 7.2O10mHO «J > 
ttifi»*£ifi&(pho$phate buffered saline, &ITPBS I: 
15£WftUfc. ftV>T, **jE*lfii»fc-fcfc{*(500tefttf2Otf 1) 
fcWtfKfrtt, -*E£3i*fco fifcf*Wtf-£PBS TifefrU ft* 

30£gfc*tf/.:, PBS TttfrHU 7 fi> V • 
30aR£3tffc, PBS TifcfrSU aftfc* 
**0.02H****0.l*S>7 S y > S> S> >(DAB) T*fc*tf* K 

1 cm 1 *fcOOCST : P »tt«*a*7fcS«attT-Ctt 
»t> ffiaiiB<ftJK*fg{l(SPlCCA-ll B*7tt-^tt) 



V • 



WO 96/04914 
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«2 5y McfcNJ*§Hfc2fc*fc*f* «IVMU 



mm 

&mm no. > 




CST-P* focKN/ca') 


GST-P* areaCBaVca 1 ) 




mean ± S.B. 




mean ± S. S. 




mm i 


10 
10 


58.4 ± 6.7 

41.5 ± 5.2 


28.9 


1.5 ± a3 

0.8 ± 0.2 


48.6 


a> ho— ;u 


6 
8 


75.2 ± 16.3 
67.9 ± 8.7 


9.7 


3.9 ±0.7 | 
3.6 ± 0.7 


7.7 



*»!8fl:*tt0.01KMU CST-P Mtkm%t!L&VW&£&'J>2ittz l 

£ia>0.01KH\ CST-P (HP»*9.73S) (ttffl* 

7.7*) -?ttftltt*$IS&/x*.,fc. 

KB0HS 

ttif O 5 7 KSD 280-360mg) *-» 5 E t UTttffl Ufc. 
WB (16-18*Hffir) J: OteAU/ifc, 7>5 s *»HT5*«Wirj| 

Kit 014 

*8Qfl:6tttt* 1. 000mg/kg©*£i&4? *> ft* 



ft • 



WO-NMU 4 g PCT/JP95/01577 

tt^W 1 

ftttffll 0<fc£tt2g£i:?K fttt 70g, 3->X*--f 30gfc£ 

25ilttt*.« «#£8Lfco Ctl*ft*lfc* SEttU XrTU 
•?r*i">A2g, ***2g£fin*.-Cfi*U o-* »J -tfttftKT 

1 £ llOmg* 
Uttifcl 1 2og 
ILtt 70mg 

a 30Dg 

b K a * i/ Zf n £ A, -tr /I/ o - x 4og 
Xf-T >J yQt-7 7* i/V A 2mg 
* Af 2 2og 

~©Y*v*5 s> >t u-r > sttrBft 6 n^t^^yi: if isis ftp iw^ffl 



WO 96/04914 4 fl PCT/JP9MU577 

W * O J8 ffl 




J:^7**;k 77^ + ;k 7 5 ;t, * ;k £ u < 1*7 «J - *** 

aft^tiauK <&u r» tR» #fc*>K**T*s«£ 

2. R' , R« #W-Xtt**.,T, 0**, <2>fe*ftXI*k Kd 

AT!)-*7i;, 4-8fiO«lttT$y, */U#*S/, 

7'J-***i/, 7o^^t*i'fr^tt5?';l.-^$S 
tR£tt*flE&£K,*-pTfi£ft$ftfc7**;K ®7 5A*;k (J)7 

3. N R 1 R* #&fifcXlifc Kn*^ *)\,**is s 7 

tKo*V7A + ^ 7'J-;bt + i/7;^^ 7U7 
7^*;^^t.iA7;;7A*;K r* + *;t**£:* 



PCT/JP9 5/0 1577 

WO 96/04914 g q 

1 Ett©B*. 

xii, nr 1 r« #ttfc$ttT^Tt> .t^tro y;, e^'jy; 

5. R» , R« *<|SJ-Xli*<£-5Tt Ko^j/7A*;^ItK 
XI*, N R * R* #fc«ftXt*t Ko*5/ % t Kn*i/7^ + ;K 

**y, y;u*/k 7;;fi<tt7S;7A*A"ct»$nfci; 

6. IF*ttft*!|-Cfc*flt*9U~5Eft©£X. 

7. i ~5Ett©<t*tt&Cf*©»JS»ttafetfK*©tt. fi 
U R« fcR» #t t>K**?fc_***, StfNR' R« #M* 
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